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F—7— K MMI BRI, IR, T4 N7 4 >, HPUTSH ZEARIUE, 1gG4 BERE.

Abstract

Graves disease (GD) and Hashimoto thyroiditis are common in women of childbearing age. It has
been revealed that exposure to Methimazole (MMI) during early period of pregnancy is related to a
particular congenital malformation. Recent studies suggest not only hypothyroidism but also subclinical
hypothyroidism and/or the presence of anti-thyroid autoantibodies are associated with unfavorable
outcomes of pregnancy.

In Japan, guidelines for thyroid disease have been developed. Current guidelines might be revised
while some studies are in progress.

TSH receptor antibodies (TRAb, TSAb) are useful for diagnosis of GD and available for evaluation
of clinical course. New procedures for measuring serum TSH receptor autoantibodies have been
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developed. These methods enabled more rapid and accurate diagnosis of GD.

TgG4 thyroiditis is included in IgG4-related disease (Ig4-RD). In some studies, the relationship
between IgG4 thyroiditis and Riedel's thyroiditis has been discussed. It is also mentioned that fibrous
variant of Hashimoto thyroiditis may overlap IgG4 thyroiditis. Further studies are needed for better

understanding of this new disease entity.

Key Words: MMI-related malformation, Pregnancy, Guideline, TSH receptor antibodies, IgG4-related

disease.
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OFTHFRIEE DI DOV T
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(Methimazole, Thiamazole; MMI) 2555
S, BE IR BEAER O LEN L <, IHET
VZHEAR - R 2 RBR S B AERIE A 7 < v, B
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K (1. %R, 2. AEMEB LU,
FIAGE AEE, 3. BHFZ/RIH, 4. umbilical
duct defects : B35 9 F 72\ 3RIFETRTE, 5. I
WAIV=T) OREFEDEEINT 5 2 &bl
W7ehS, ERROBIE R KRR & OFILH
LN TIX o7z, TD720bLNETIE, 2008
1R RS- S h7eF 7~V =)

(MMI) DIEURAEFNZ G- 2 5 BB A iR
&M%t (Pregnancy Outcomes of Exposure to
Methimazole Study: POEM study) | 25Fi#h S 4
727%, 2011 4F 6 H DT, MMIH 85 AR
o MMI B #SE RS 5 Bl & B 7o—T7, F7 7
¥ — V™ (Propylthiourdcil; PTU) #f 121 A& lE
B L OIEPIR IR SERE 83 A< I IX 151 B 32
DOOLNLMmolzl ) EROHFMERENLAFKS
7z (F1DY. MMIBESERRE 260 L 725
Bl TR EREESFIE 2RO, €095 34
EERT AV =T %2, 1N RIBE &L T
W FEES S, R MMI, PTU,
HERE T TR L7 BED 6 A L7201z >
WCETE A DR 272 L 2 A, MMI TR
LA RBISHEED S <, BRI, 15
WANIVZT, R R, AEPSE 2R 7
BTIE, WIS HEARAINIC MMI IZBREE S
Tz LTwna2.

INOOER LY, MR O MMI 8% &
MMI B #5E K OFSEIIIREESH 5 2 &
ARG S AL, BUEE R Tl AR o MMI AR
ITELLETEILRETHD, L)) R

F1 N FYHE3EICBIT S MMI BLEGRES % k- 72808 & 58 %

BEH HEEIRH MMIBELEREE S MMIBEELERERE
FEHE (%)
(95% {5 $8 X )
MMIEE 85451 5451 1.9~13.2
PTUEE 121451 o5l 0.0~2.4
JEin IR BRZEBE 8345 o5l 0.0~3.5

MRS SN=F 7YV —IL (MMI) DIFIRIERICE5 2 55812 DRTMEHE
(Pregnancy Outcomes of Exposure to Methimazole Study :POEM study) : F1fE$R % |
URL: http://www.ncchd.go.jp/kusuri/news/images/report 2011111.pdf K&Y5|FH
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IO DIEGNZ LT4 IGH 2179 B, MR
VZBE D BHAD HURPR A D ZAUIZTEE § 5 L EH
5. JHRFEICIE, M A S o BN
WIMH TBG (B g UEE&ra71) ) A
BN % 7280, MA#s T4 IEFIRIE OR 1.56%
&b, F7z IR 3~15 BT THEIED S
@ hCG W BIRIZHE L, hCG &> TSH
BRI & 0 i T4 138804 5. 2R b2k
) TSHIZR R0 S5 720, AR ~rhit
o TSH F#Ef#HI1Z, FEaTiRFFO TSH M (B
BLZ0270~4.94mIU/L - F v ML ER
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R LD b LT4 SR 2 R TLESH D,
ZOBO TSHAED 3 > b 0 — )VIEIEEARER &
U ClE7Z <, SSRGS Ui % i
BAAT) LEDRH L. KEOFA FF4 2T
1%, TSH fiE 2 d4RES 1 =P (AR 14 HAG)
12 25mlIU/L, 52 =P (i 14~2738) &
3.0mIU/L, #3 =FH] (k28 H~) 1X3.0
7213 3.5 mIU/L LT IZER T 2 L ) RSN T
BY, bPETHIMAMNEOT Y bo— )&
LI EParkr g AELoTWS, $72LT4
HFEEIZDOWT D, LT4 G OGRS
T, ERAHIEA L 72 CHiiTEE % 25~30%
WETLHIEREDRENT VL,

—J, HIRBEE CHUERD % TH - T IR
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W, HlE, BITOREORRE IR SR L
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L THEEAHOAL: (RR 1.5), #i# (RR 3.73),
PEMEG L (RR 2.3), F# (RR 1.9) OWiiL
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CPURB D T A= O FURBR AR V€ #i7E
WERITo 128 25, HIRROUER B2
EDHE SN TWBY, oz, RIS
AIEGE DL, FIRIERREEASEF CTh - THH
RIR E CHUARETE (Fl2 TPOAD Bit) D¥4E,
TSH A% 2.5 mIU/L % #8 2 72\ £ 9 528 72
TSHEDE=% ) ¥ I HWFETH L. LT4HE
EETLH, EWVITARITA P L HLD,
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3. FIRERBE:EMRZE update
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T5H)RATEETHL. Nt FYIFHTIEEIH
FURIREEZ & BB Th IS 25, B PERIR
R4 TIE% < DFEBIT 6 o B LA I H HUIRR
RNVE NTIEFELT 5720, FUHIRBRSEOH -
ZATh %\ TSH S EPUEDOMIE I /N1 F
TIEOBWHCHHT, INHDEIIZHV SR
5.

TSH Z B HHEORETTHIEZ2:8 ) H 1,
TSH Z 2 AA~O H CHURORE G151 2 f i 3
LHLE7y—=TvEA L, HEPURIZ X B HIK
B ORIEIEE L MET 2N+ T v kA &
Mhb (F3).

1) TRAb (TSH binding inhibitory immuno-

globulin: TBII)

TRAb DI, H—MARPEIE 7 & ko
TSH 2R3 § % 1 Gk L 72 TSH & B
1% 7 > TRAb O SUS 2 JIEFEL L 35 1
AT v TOWMEE LCHEEN, 0%k b
b L <7 % Hko TSH 754k % B L L 72,
WhW LTRSS E R TS L) Ik
72, ZONFEERGVT, LAl TRAb %A
E3 (%) THET 5 HEDP— B TH - 72755,
JEPE b, W CCIEEST S & e ) B L
EB 2D EDHEETH - 72, BAEIE WHO
B S A SN, B (IU/L) CHAEZ
FIRT DRI E R, N FTRHO

IBIEREREIEE 217 L COAMRIRE L 225 72
FigH N R EE 2B A TSH 45460T
RO 1L, TRAb 55— T 90~95%,
AT 95~100% & STV B,

E B, R TSH O D D 1231 K oig
BEHRTSHZAMAE /7 70— Fuhifk
(M22) % i\ 7258 =1t TRAD I7E % > b 236
BN, K - FRRE - BBEICENL L L
b I ERER & KIRIZ MG S, WAl H IS
REGDLZEDReE eolz, DL EET
RIBEOEEEDENT28, Nt B 7RO W
2B L CRRRIICIZZ T EEITA DN W
B3, Nt RIROBM - 16 - RHBBIEE % ds
WATR 5 &) BT, DAETHIREIZEFIC
m)DODH 5.

L L, TSH ZZAPURICIZHIET O TRAD
723 T% <, HERIOS O (Thyroid stimulation
Blocking Antibody: TSBAb) 3% % Z & 315
NTHY, FroFETmEZ XTE Ry
CEIEENSWETH D, BAE, TSBAb OIE
VARBEIS L 7% <, R E IO ATSEH I
THEEND. 5%, TNOE25HELEETE
B9 RIERORBEILEEI NG,

2) TSAb

—77, HRBURRESUAE (TSAD) (&, 7% FUiK

ARG & BB A 5542 L, A S5 cAMP

3 TSH APk oRED:

BT | E#fE
GAIEFYMZKYELD)
TRAb (TBII) LEeTda—7vta | E—tRE % <10%
BoHAE % <10~20%
IU/L | <1.0IU/L
FE=tKE IU/L | <1.0 ~2.0lU/L
TSAb NAF 7oA RIAGE % <180%
EIAGL %
SH%ERE)
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rET A ONMM AT vxq) T, BEM
15O TSH B AAIH0E % W3 5. HI5EIS
ek, RIADSHWSNTE Y, THOMEMET
FRAT ISR & B A 005 2 2R, 73k K75
TOREMEERL 80~95% & °%° TRAb 12455 T
W72As, EIA & R\ 78iilEidkosit < ERL S
N5 FLIAKRT, AR O 5 & BN 7SR
BoNL 2 EPIFEN TN LY,

TRAb & TSAb O [H] gl 5 | L PR P59 TR
D 5T WA, TRAb &V T TSAb A3 %
ELRDBRERDAOENDZ LN, WG EHAE
b5 2L TN RYIROBEIEEL S 512k
WHELDEEZ D,

4. IgG4 BEERIRAR K

2001 4£12 Hamano 512 X » T, HOSEME
REFIME IgG4 DEH EiE & IO 1gG4 by
PR A L S, IR (Micklitz
%) - REALPERRAE 9% - (RBERRARAERE 72 &2 5125
K FENRENEH T 2 P mE SN TE
722 IS OPERIMRZ I & AR 1gG4
B MR 2 3R 5 2 b s, Il O
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EAERIHFETALEZLN, NS T
L7z gt e L CIgG4 BB (IgG4-
RD) AMEIE S 7z,

IgG4 B R IL, OBRRIYICH.—F 721385
NEZH IR 7 OV F AMED D W IZIRFTEE K -
JEg - AEET - MRS 2 R0 5, @ 1gG4 IfE
(135 mg/dL L 1) %5860 %, QFFERHLHRAAIIZ
(1) FEWHZY 8Bk TREMEE & L%
720, (2) IgG4 b EMINEAS 10/HPF LLE &
L <13 1gG4/1gG P tdilatt 40% L |, &3> %
7T DEERIN TS (EHY. 1gG4
HEHIRIRSR D Z O UE SN BB L AED
o, I E T2 IgG4 BEE R & L
T, A9, Riedel FURBRSE 7 & A ST
W,

1) IgG4 BRI 2 & 4G AR

DRI & D, B ORISR RIS AR T
JEZ APET IERIN L K ALNL T EnD, 18
PRI 2% & 1gG4 BE R B OB EATRIZ S U
%% =T, BRI IS B o Hr IR LS
IR, WIROZEM - WIAHIE, V)~

F 4 IgG4 Pn aE A ITALE

1. Clinical examination showing characteristic diffuse/localized swelling or masses in single

or multiple organs

2. Hematological examination shows elevated serum IgG4 concentrations( 2135 mg/dl)

3. Histopathologic examination shows:

(1) Marked lymphocyte and plasmacyte infiltration and fibrosis.
(2) Infiltration of IgG4+ plasma cells: ratio of 1gG4+/I1gG+ cells > 40% and >10 IgG4+

plasma cells/HPF

Definite: 1) + 2) + 3)
Probable: 1) + 3)
Possible: 1) +2)

However, it is important to differentiate IgG4-RD from malignant tumors of each organ (e.g.
cancer, lymphoma) and similar diseases (e.g Sjogren’s syndrome, primary sclerosing
cholangitis, Castleman’s disease, secondary retroperitoneal fibrosis, Wegener’s
granulomatosis, sarcoidosis, Churg—Strauss syndrome) by additional histopathological

examination

Even when patients cannot be diagnosed using the CCD criteria, they may be diagnosed using

organspecific diagnostic criteria for IgG4RD

(XHk24&YSIH)



FIRIE , Update 79

IER - TR OB A [RGHETRL ] A3F
L, ZOHRA 1gG4 BEF IR TH 50
BEMEATE Z STV DY,

2) IgG4 BERUIRER 25 & Riedel HUARRR %
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